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(57) Abstract: It is found out that AT-264 represented 
by the following structural formula inhibits cell prolif- 
eration via a PepTl activity inhibitory effect. By dis- 
cussing whether or not AT-264 has a cell proliferation 
inhibitory effect on a human pancreatic cancer cell line 
AsPC-1, it is found out that AT-264 also inhibit the pro- 
liferation thereof. These findings indicate that the cell 
proliferation can be inhibited via the inhibition of the 
peptide transporter activity. It is expected that the in- 
hibition of the peptide transporter activity would be us- 
able as an important index in developing a proliferation 
inhibitor of cancer cells, etc. 
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^7>h* h^>7.^-^-^l,m$nT^§ (J. Biol. Chem. , 270(12) ;6456-6463 
, (1 995) > Biochim.Biophys.Acta. , 1235:461-466,(1995), Mol. Microbiol.. Vo 
1.16, p825, (1995), ft|B¥6-261761. <f#$!¥ll-172, US5849525ft<h*) . ^7 

<DWiiii$:fto*>Mm\zttttz>nz>o x, tomo>mzmm-rzx.*)\,#-m<D 

(Mol. Microbiol., Vol.16, p825, (1995)) . -££&ft<7)ATP£&/B LT$IM 
£f? 5^^H h^>7.#-^-liABC7 7^ U-fcRT* (Annu. Rev. Cell. B 
iol.. Vol 8, p67, (1992)). 

i*vsx-u<s a-y* kzm^mtiEo>mn\omm\zhm^Lx^ 

5££;«£$nT^£(Ganapathy, Leibach., Curr. Biol. 3, 695-701, (199 
1), Nakashima et al., Biochem. Pharm. 33, 3345-3352, (1984), Friedman, A 
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midon., Pharm. Res., 6, 1043-1047, (1989), Okano et al., J. Biol. Chem, 
261, 14130-14134, (1986), Muranushi et al., Pharm. Res., 6, 308-312, (19 
89), Friedman, Amidon., J. Control. Rel., 13, 141-146, (1990)). 
PepTl£ £rttepT2«/jN*H^73 1 H 9&tf Z t \Z& 0 ? >n>7 « 

Xtf-^-T&O, PepTl, PepT2«^ft^*ft7 5 7^70811, 729^£&£12[eJ 
MMMQ5'>rtf^-t:$>5> (J. Biol. Chem. , 270(12) ;6456-6463, (1995), Biochim 
.Biophys.Acta. , 1235:461-466, (1995) , Terada, Inui, Tanpakusitsu Kakusa 
n Kouso., Vol.46, No5, (2001)) 0 

£<i:rtS$&££*lT^£(Saito, H. et al., J. Pharmacol. Exp. Ther., 275, 16 
31-1637, (1995), Sai to, H. et al., Biochim. Biopys. Acta, 1280, 173-177, 
(1996), Terada, T. et al., J. Pharmacol. Exp. Ther., 281, 1415-1421 (19 
97)). 

PepTlti±tC/hjaT^5tU Will, &mT*<D%%hmi&2nx^Z> B PepT2te'» 

n, m. m, wmT«(D%mmm-$nT^z>o PepTi, ?et>m$frm j pwm.m s g± 
&Mmm\?&m\zm&LT^%ztf)mg2nT^z(ogifori, h. et ai., b 

iochem. Biophys. Res. Commun. 220, 848-852, (1996), Takahashi, K. et al. 
, J. Pharmacol. Exp. Ther., 286, 1037-1042 (1998), Hong, S. et al., Am. 
J. Physiol. Renal. Physiol., 276, F658-F665 (1999), Terada, Inui, Tanpa 
kusitsu Kakusan Kouso., Vol.46, No5, (2001)). 

thB^ffiWr?ef>ni)mmm\Z*mm$LLT^Z>Zt (Cancer Res., 5 
8, 519-525, (1998), £cfctfPepT2<7)mRNA#t hl^W0«T^^LT^S Z\ t (M 
illennium World Congress of Pharmaceutical Sciences, (2000)) #$g£2tl 
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£JltBL*:. AT-264^% k hfl^Ei^AsPC-nc^tT^MM^^^ffl 

7 5 (1] ~ C3) OVi-fh^l'IB«c©lfflliatim«I^J, 

-»5£ ( 1 ) 
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R 3 «SA- (CH 2 ) m-. *m&¥£tz\tW&2 tlT^Th <k^M7;U 

7;Wl/g£, m«0~6©&&£^-r., (CH 2 ) m-gB#te HS&Lh© 

{fcHS^U R s im-C (=NR 6 ) NHj, 1-NH-C ( = NR 6 ) NH,£ 
(CH,) n-NHR, ^CX'R, ®Ml7)V*)V&. tK 
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^/^^gSr^U nttO~2©SE*&7iH-. (CH 2 ) n-OgP^fil 

*iW::lR£i*nfcv^s % L^te^n h ^iEUHc J: u KSrttJSrtUitt 
9 iitf^f" K h7 T'fc0> * fefc#* Ll*<0f*PepTl*fcl*PepT2 
"CfeD, #fc»*L^<Of4Pepfl-e*)5. 

PepTl:fcJ:Tjp e pT2tf>i£Sgfi?lJ, 7 S / &IS?IJ fenTV^ (t hPepTl 

: GenBank XM_007063, J. Biol. Chem. , 270(12) ;6456-6463, (1995), fc hPepT2 : G 
enBank XM_002922 > Biochim. Biophys. Acta. , 1235;461-466, (1995)) 0 

ft, 6t#, ^eif, 35*Wk**4^#rffen**» #*l<«:tib 

-jRSC (1) WSnSfb&fc (W097/19919#Bg) ^Tcli^-CfcSo 
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(1) 




L, R 3 ttSA- (CH 2 ) m-, *&1SC^ £fcfc^&£nTV>T t> &^&®7)l 

'7JU*;PS£, m«0~6<Dlgi££*To (CH,) 1 fifiUiO 

g&gTg&£nWTfc<k^. R 4 &3&7;M^S£fc«75/ 
§IS^l, R 5 teg-C (=NR 6 ) NHj, 1-NH-C (=NR 6 ) NH 2 £ 
fcttg- (CH,) n-NHR, ^^TR 6 (StK^M^ fii7J^iH> zK 
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«ft7;u3*->*^#=;p**->**fc»4fi«i: i«n*->7;p*;p*;u# 

Xjl/rt^v'Sfc^U nteO~2<Z)g&£^1% (CHj) n-0»»ttl 

ft«tt©7;i'+;w*&*i*i/, m^t^)vm. x^;us, n-7at?;ug, i 

-yptf;PS, n-7?)l&* i-7?)Vm* s-7?)Vm* t-77)V*#1fi 
fiS^lO K*Jkl~6, #*L<tt&*SU~4 0i&«*fctt 

i- n-^h^yS, i-7h*->S, s-7h* 
-IRS (1) O^riciggUfcHT, Rl #*S"&T575y 

-;i/S, t -yh^->*;i/#-;us, 7^n<;ws> ^>>mus, i->;pg«?j&< 

flHftsnT^Tt)«kVi75ysttt. m^s<htTmiaio7 5y^s 

7 ><)m. m TLitw&z nx^x t> «k i«7j^ * *>*;wjH-jus t> l < «s 
jftsnTViTt>«fc^««R7Ji/+;P75y*;i'#-^s. w»3nwtt>«kv*7 

nT^T ! fo < t^->^P7;i/4 i ;ws, Mm£ftTViTfc e );^v?D7;WM-*-> 
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mmznx^xb&^T^ymzMKV. ®mz*3-)V7*;m, iws; 

e;k7^y«&£^ws>n> »tt<{i^^;P7^ys, iw^i, 7 
•fe^;u7^/S, p- h;ux>x;i/^-;i'7$ys, ^^>x;u*-;i/7^y* 

BIS, ^*-JPS, RlftSnT^Tt)«fc^75/*, B&£nwrt>«k^7-> 

«k^7 , j-;p^+v'S. w&-znx^xh&^isMiT)i*)i?*m, w&znx 
s^^-*. B»$nT^Tt>«k^7U-;^*af, B&^ftwrfcct^Tju* 

lrifi»7Jmr;i/*"«r*i*L, fclAtf, 2- (lfDUy>-l-'fWM^) 
X^;i/g, 3-7x-Jl/-2- (hrD'jy>-i-f;^;^rji/) -n-zfo 
e^S> 3. 3, -v7xX;i/-n-:/Pfcf;yS> 2, 2-^7i-jHfjH 

, 2-->^p / \+">;k^5>i^s#^if?.n, Jfii<tt3-7i-ji'- 
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9 

2- (tfD'J>?>- 1 — -n-^DkT^S, 3, 3-y7i- 

7i-m hu^S. ^-7^;^ +->'j;i/*, t'7i-jn. 7>hu;i^ 

if@JW±oa^$nT^Tt)^v^^7;^;i/S, M&£nT^T*>ckv>{£$7 
;m^->s, Any>n^ *&a, t^nt^Tfeck^ys; 
a, m&£ft-o>Tt> e fc^7>';i/a, M^$nTViTt)«tv^{S^7;^;u5 1 ^-S 

xh&^zM-frm. w®2nx^xb£^t>)i$3r~s)i&, w&znx^x 
%&^&m7)v*)V7>)\/-fc-)m> tiJnTtiTt)<k^ffl7j^ji/XM- 

$nT^Tfei^y7 07;^Jl/ftS, m&2tlX^Xh£l^)l*-)\s** 
MM^nT^Tt)<t^7U-;^^S> M^^tlT^Tfc^Uv'J^S, 

g£it#U 0ij^^o-^5 1 ^7x-;ws> m-hKD+y7xz;H, p-£ 
^+y;i/7i-JH, 2-7xW7i^i, 2, 3-v*h*~>7x- 
2-^f^-4-7$/7x^S» 7i; + ->7iZJH, 3-7x* 
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1 0 

^;U7x-;i/S, 5-5/7 4-75 1 -i-y^)vm, 6-t 

, 2-Xh^>/7x-;PS, 2-^>5?;i/7x-;l/S, 3-7*0*- 1 -±75=- 

6-^h+'>-i-^7^;i/S> i-7"7^;i/S» 2-^-7?;i/S^# 

tfbft, $f*L<«2-7x^^7x-;PS, 6-kKD + y-l-t7^ 
3-7*Pt-l-t7^S, 2, 3-^^b+y7z-;H^f^tl 
-So B&£nTV>Tt>ck^5/7 07;i^;i/g<hte, ^*»3-7, ff*L<tt 
4~6 (D->7 PTJWI^CtttO**^^ 1 TO±<7)g^ST-M^$nT 
ViTt>J:^S^L, LTtt» ffiffi® 7 U -;!/*£: PJfltoS&^T 

. C©«fc5ft0!l£LTte. 5/7P7*Dtr;US. v7D7*3\>PS, 5/7D^>^;U 
S, y^DA^i/JH, 1 -7;i/*D5/7D7W;UX, 2-^>yJk>^^ 

+5/;i/S> 2-7$y5/7D^>^;i/S, 2-#;i>#*5/5/?a^>3 1 ;i/g, 2 
- (6-*h*v-i, 4-/^>y^y» n##tfbtu ^v<\ti^9u^ 

mm^nx^xh^<. &tzi®£2tix^xh&^g.mm?tt&mmt\t. 
^f-um^tbx iiKio»^^iL> -r*7nw? 

icefcu $e.(i3~7fis©flfi©^^, ->^o7;wp^i{i^± 

w&mxw&znx^x>b&<. zo&otiw&mnm*. mmojv-jimo 

y'Jy>l, 7W'y>S, £d-;HR, tfD'J>§t tf □ U 5^>^. -f>K- 

-;m, kTU-7>§t t^Uv>Sl, */'J>§t >>t h*D*y 'J>§i, fh7 
tb*D*y<J>St xrtk b*D*/'J>§i. -fV4VU>St ^h^fcKP-rv 
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1 1 

>st **7Dv>§i, -r>K»jv t >s, **w-)vm, ^>y**+J-v*-;u 

7V-)VM. **D-i?7z?>m, 9-7i?7*/-)in* ^7v7v>^ yf7y 

y*y 'j>ia, fh7k Ko-rv+y u>sswjik a&g£WT3fc<z) 
tLxii ^A«N-7-fe^;i/tr^7^>M, N-p-h;i/x>x;i/*-;nf^ 

7 v >5B, 4 - y fcf ^ U y>l^dW* L <^J t LT¥tf fctl*. 

Wf-t LX 1 flEU^SBWtfF, Sfctt'T ^SfH 1 £^WLT^3 3 ~ 

7 Allo«ain*fcOT«S*n©tt3(iii!5fe*iftL, $ e> £ 3 ~ 7 *SI!<&te©3!rSSR» 

iff^o7U-;uso^»ti5i^(7) ! bo^^^n^>o -©j: 

77>m, 9u^ym, 9n*>m. y^>77 7>s, ^y^D7>s, 71 
y*-y-3 l >^ >s*. ?7>xi/>i, ^>7yW>i, ^>v> ? 
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1 2 

Tonjug, 7>^->^;us> ^>y-f;m» mm-u^s* ^7h<;us 
#;i/#x;pa, iisnt^xtji^MT^M+vA^^i, 7 = y 

fc££jS#U 7;P3 1~ 6 » !f$l<ai~40S^t 

«»7;m+->*;p3j?-^+'>sttt, im7)V3^'yf3jvts^)imzwtm 
Ef^i/ftSf, 7;m^~>^(D^»*i~6. »£L<&i~4©g 

n-VD^+y*;^^t*yl, i-yo*^y'*M^M+yI, n- 
T'h^y^M-M+yl, i -T'h+y^J^rM+yl, s-y*b+y 
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1 3 

<D7kwtm*m&vtzm\z%)v#-)\'**i'& (coo) #ts£bfcg&*u m 

K5R»*« 1-6, ff* L < ti 1 ~ 4 6n*. 
Any>gfttt, 7 2/***. «***, a £***### Sti 

7 »J -^7;u*xji/g&> MIBM7;u+;i/x;u*n;i/gR^7 u -)\,7s)V*- 

;i/^x;i/g, h u 7)\s*u**>z)i'&-)],mmi)Wtfp>ftz. 

@&$nwc&j;^7s y 7ju*x;i/g<ttt, ifiEos^$nT^Tt><fcVi 
7$ygtc7>;i/*x;i/g#i££L*:gT, 0j;Uiy3S>U7 = y7JU*x;k ^> 

Tt><fcv^7;pp^vg»c^;u^x;i/g^-&Lfcg«:it*L, fliAtiy 
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1 4 

7)v*)V7,)v*-)\,m. m&znx^xhZL^ : s>7U7)v*)v?,)Vft-)\,m, m 
Wkznx^xh&^i/>7U7)V3r)v** : s7,)V*~)\,&. w&znx^xhz.^ 
7 ^ ; 7,)i*~)vm. wmznx^xh&<, ifa&znxuxh&^mmmz^ 
wm2nx^x%&^&m7)in*is7,)i*-)m&%wzwm-zn 

^^nT^Tfeiv^ju^^v-^stn, mz<Dm&tsnx^xh&^7i/ 

-ry^otr;u*;^-;i/^+->S> y i^w ;u#xju 

vpWPS, l-xb + v'XeM/g, 1- (-fyyD^y) x^;ua«#tf 
S>ft5. ^Tc^l7 )Vu^>7 )V^)V^(D7 )Vn^^^tz\t7 )V^)V^(D^ 
fct MfB<£> 7 ;i^;wgT*^ L fcM&S £ £ nx v> x h J; 
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1 5 

*&3ftfcs*jiN*u m.tfkHD*->*^«, 

7;u+;PS*^L/fcS*fii*u «*tft -7^75/^^g, 7 5/* 

, 2-*^7S/X3\>l>££jWtfSn*. j£»75;7JWPS07 

s»isa«B©teiR7;p^;us^e^L/fcatT» m^-fc^^vpwi'g, 2 

□ e;p*;p#=;^+'>^^s*jwisif en*. *fctt»*;i/#^r^7;^ 
;«07;p*j«©»»h ^ie7;^;uST^L^M^S < !:iHi^STe^^ 

te»#;u#x;p7* /7;i/*;p££«, M208&£ftTv>Tt><fc^7v;u« 
fcflMB««7 5y7;wus*«te^Lfc**fii*u, «A«7-fe^;u7 5y^^ 

amitfsn*. AaR*;u#=;u7sy7JWWio7$y»*fctt7;^ 
;psos»«, ttisS7;i/^;i/»T*bjttt^s<i:|p|^^aT-M^$nTiiT : b<t 
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1 6 

m&znx^xb£^7 v-frtt&tte. m$&<Dm&znx^xb£^7 u 
znx^x>b&<, %tzm%znx^xb£^mmm&\z.ttm&%ii£;vtzmz 

g^$nTViTfci:Vi->^ D7^M+yS<!:H Me^g&SttT^Tfc 
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1 7 

(CH,) m-g&#:fcj;tf- (CH 2 ) n-^#T*M&£nWT*>cfcV>e 
IftStLTtt, 19127 U-;PS©SlftSi:LT8B«l/fc'b©i:H»©t)03&^tf 

BD«rfciHI8ttfc<, £-**tri#, h^vta^. 

#bns 

A+aD^-f^&ffllifc^ffi (W098/46777fc£) ^fclpDTfT 5 
. A-f^'J H-70ffWt tctXit. 5^f-f>60^ (Kohler. G. and 
Milstein, C, Methods Enzymol. (1981) 73: 3-46 ) mizmCTfto £ tUfiX 
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1 8 

&PLMtfifoZR^Z>Z.ttfT:%Z> (#1*-^ Carl, A. K. Borrebaeck, James, W 
. Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Ki 
ngdom by MACMILLAN PUBLISHERS LTD, 1990#!$) o /Vf H- 

vmMkfrzMfe^B%*m^Ttjift<D*i$£mi$> (.mm ©cdnas^t^., 
s w t t >5 i/i#©vs« $ □ - h i" soNA^fi s nntf, £ nfcjft a©tt#J6*«l 

tt (cmiHc) Sa-KTSDNAtBlBU Eft£B£'«**--'va*fctr. 

, tt#OV«**3-F"r*DNA€, tt#C*tt©DNA££tr»£^**-^a*i& 

T£3rra<k5f8£^#*-fca#fctf. ^©58S^^-t-.k01&±ai 

fcWl/fc3ie™*A.aiift{*:, WMi* (Chimeric) khSMfc ( 

Humanized ) tt#fc£««Jfl-Ctr*. Jin^oa^li, K*l©£i**fllV»T 
SjgfS k h£*ft©0|MlJM&, «*fcf. ^^Xin: 

#©*£§, &fl©>^^£k h$n#©S$U ftlH©«fc«*rt>&fc*ftfln?* 

k hSHttfifttt, (reshaped) k k h£W©«?L» 

tt, fc£*tfT£X|ft#©«|fittft£»« (CDR; complementarity determining 
region) £k Hffi#©ffi1«ttfc£««^£ttL&t>©T?*0, *©-««&» 

e-^aau^ttfca&nT^*. T^^«ic©cDRtkhtt#©7 

U-A«7-^fiH* (framework region ; FR) ^gjSsrt^^tC^lrLfcDNASE^J 

u^-^H^bPCRfetCcko^-rs. #e>n^DNA^t hm#^S'fH«&3- ft 
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1 9 

t^iiciofbti^ (fcwftn&w&m&m? 239400 > sBSftffjw^ns 

#^W0 96/02576#^) . CDR£;fr LTili&SSttS k Kfci&ZJFRte, 

7l/-A7-^W7$y^lilTt)J;H (Sato, K.et al., Cancer Res 
. (1993) 53, 851-856) e 

k hififc<Dmtt&h%\t>nT^2>. MiLti, t HJ>A'#£//? vitro 

&£t#3;i<i:t>T*£3 (#&¥l-59878#!i) . t hia&jtfci^^TCD 

iCth^MT^ut^Tt^ (B&ftftffi&^M^WO 93/12227, WO 
92/03918, WO 94/02602, W0 94/25585, W0 96/34096, W0 96/33735#fig) . £ £> 

Ifca^tlTl^. t hft#0pTOg&£-#«ft (scFv) ibT? 

W0 92/01047, WO 92/20791, W0 93/06213, W0 93/11236, W0 93/19172, W0 95/0 
1438, W0 95/15388$r#%lC-r-2>^i^T^^. 

fammtLTte, (i) m%mmf&. m?u*. cm, cos, = xd-v, bhk (baby 
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hamster kidney ) , HeLa, Vero, (2) Wtt* 77V%y*tiX. 

WmMlfo* £5Wi(3) M&iSfflJiS, MM*. sf9, sf 21 , Tn5fc£;WB&nw 
£. ttttttltettTtt, rDf/7t (Nicotiana) JR, WZ.1iz.3T 4 7t • 
(Nicotiana tabacum) fiMW^nt^O, ^tl^^Jl/X^i 
•tntfckK Mmmj&tLTte* mm, WXU. VvhU^-kls (Saccharomyce 
s ) IS, MZ.&liryt) P^irX • •feUtfv'X (Saccharomyces serevisiae) , & 
tfM, 09;L«, 7**W3rJia (Aspergillus ) JR. mtfTX^T^^X • - 
13- (Aspergillus niger ) fc£#fcie>ftTH3. Jg&aM&fcttfflT*^. *ffl 

a««a*ffl^*^*3&«*4. sfflsmtt-m, *m (b. coin . 

0i«f«T*oTt)J:K tr[#tf)|#r)t£LTte, Fab, F(ab' )2, Fv, 

* fc «hh^ u< ttm ©F?*a a ft u >* - Tins $ -s-fc -> > 9 )i? x >r >fv ( S 

tf, Co, M. S. et al., J. Immunol. (1994) 152, 2968-2976, Better, M. & H 
orwitz, A. H. Methods in Enzymology (1989) 178, 476-496, Academic Press, 
Inc., Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 47 
6-496, Academic Press, Inc., Lamoyi, E. , Methods in Enzymology (1989) l 
21, 663-669, Bird, R. E. et al., TIBTECH (1991) 9, I32-137#8B). scFvte 

t, mmmtimmmt: u>^-, #3^<fc^r7^Ku>#-s#L-ai 

KSZtlZ (Huston, I. S. et al., Proc. Natl. Acad. Sci. U.S. A (1988) 85, 5 
879-5883) 0 scFvlCfctt-SH^WfKfc Ztfmmmt. *UHBI»K:ia#£ LTf2 
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-tLnt. MKteii-im&frzuz&Mw-xm^rFtfm^nzo scf 
v^i]-h*-r^DNA«, mmfcwmmztzmmmmzz-FtzmL n&ifi 

v~tt*m&&t>#Tmm?z>z\t\z£Kimt>nz>o ztz. -sscfv^d-kt 

^zz\t\z&io, ismzuiTscvvzmzz.ttfX'Zz. z\n<b<Dtiifcmfrte. 
mmtmm\zLTi&fc?zm%v%mzit, m&z&tomz.-zvzzttfX'Zz 
. ViWvmmwtLT* Tfsi)j.^v>yv3-)v (peg) m^m^t^v 
tzi?iWzmm?%z.tbT~zz>. z.<D&?ttVimmmz, nzntzttimzitm 
W£{m*mtz\t\z£.~3T'&z>z\ttfx*%%. ftfc, fawv>m®i5mtz\(Dft 
m\z$>^T-rT'izmu.-znT^z>o *mw\z&tf% mwi \z\tz\n^<DiKWh 

^Z> / £%l<Dj5mz£r)ffim?2>z\ttfX'22>o ZfU^>kt)7kUE 

(Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spr 
ing Harbor Laboratory, 1988) „ 

tni&<ftJalj^"a?Stt (Antibodies A Laboratory Manual. Ed Harlow, David La 
ne, Cold Spring Harbor Laboratory, 1988) (D$J£K:tt&&co#i££&fflT3 £ 

ttfxzzo el isa mm&G%.m®imtiifem . eia mm%.&®ifem 
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!>I7^^Dyf-f>m EL ISA > EIA 

, RIA. (ttttft&aftfe) , ^wfyx^yzmmmz 
^^YVyyx^-^-^^zn-t^Ty^y^^^^iPV^^E 
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k*^r*«, ff£L<te^7^K h7>^#-^-©DNA*fcttnRNA(f.OJia'r 
-h^flftt, *X^D^^X-h^ftX^X^D7 = x-hMft^#tf 

3. S4-S«hLT«, ^JA«, H3fc:3##Slkg*fc0O.OOOligj&>fclOOOing© 
IfiHT^it^nJ^T^S. &#£fcD0.001~100000mg/ 

fflik~f2>Z ttf^'C^ (^JAfi» Remington's Pharmaceutical Science, latest e 
dition, Mark Publishing Company, Easton, U.S.A) , fe^WilZff&ZtlZUfc 
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m 1 », Caco-2«HI&t*5Jt<5AT-264 0PepTiaiF<il**1"Bn?»*. 

0 2 a, AT-264ot h»R«msPc-i t»-r*aia«ja«i«i8!i*s^Tia7?» 

-5c x-^«TO±S.D. (n=3-4) T'^Kbfc. 

0 3(1 BaF3/PepT2H*^*AT-264©PcpT2ffi$tt&*-r0T*5. x-^tt 
TO±S.D. (n=3-4) T^TKt/ic 

04te> AT-264tf)t h»Ra«cBxPC-3fc»T**Biaiifliai*!ia*&*T0"C* 
So x-^«¥^±S.D. (n=6) T^Ufc. 

[£Jfim] AT-264©PepTli£ttlfiS«UB 

AT-264ttTiE*jfi^T^$n*«|ji*WbTV^. #^£$1^7^ K h 5 > 
(PepT) ©Ha*ffll^**^tSWTO^»CJ;0«Bbfc. 
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AT-264©PepTIB*ffiA*bh«gllB«aiia* (Caco-2SI» TttWLfc. ^©fci 

ttitttS»[ ,4 c]^u->;wp3*>>©iMtert^©»a*fc»-r«ic so ttioo 

/xMT&ofc (01) o Caco-23ffliaTttPepT10*j&«563iUT*0, AT-264tePepT 

[$ttM2] AT-264ot M¥«tf«cAsPc-ncwr*aia*ia[aiiw^ffl 

AT-264£RPM11640-10mM Hepes igi*U£B8i") , 0.5X X*y-;i/, 0.5X 

DMSOtfJSflPU 2.5mM AT-264«£fS03Lfco iO»j|S*«!"etRL 
T0.625&£tfK0.0625n)M AT-264«F«£9l9llLfc. 

k: hB?KSS^AsPC-l<&50XFBS^M«!T5X10 4 iffll!a/iDL(CilS5!Lfco £<DM 
i!Sj&£40/xL/well (2Xl0 3 iaBJia) TCollagen type in — hffifr(D%we\\ZfU— 

hizmt. m uL<Dhi-2M®mzmtiavtto corf >*a.^~-<?-T*bum%mL 

(ig^B&KlOOunitsM^-v'JX 0. lmg/mLX h 1/^ h^-f ^>*aSJbn) , 
0 2lC|fflJi&^JS&3^3l£^Lfc. 2mM AT-264#«TT*«J30X, 0.5mMTt>^ 

Ttt»**<aiiiaii*ai«w*«B«>e>nfc. «tt*TTo**»c*v»T, aspc-i©^ 

83e{fcttAT-264#£T-efcj!.Sftfca*ofc. RT-PCRO^t!)^. AsPC-lTf 

ttPepT1056?i*«PepT2HJt^T«»T*ofc. &U«fc<9, AT-264K<fc5«iim 

T^#tt**iffllia<*BaF3K:t hPepTZ*3liH5g3iS-&fcaJ!a <£TF\ BaF3/Pe 
tfltMt) Sffl^T, AT-264®PepT2lfi*<IB**ttWL&. ^©SS^ 

3) . RJh<fcD, AT-264tePepTl©^&£^ PepT2©*tB«:lfi«FT* 

[£ttiW4] AT-264tf)t h»«JB«axPC-3C»-r4»ia*5l«IIWf^ffl 
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AT-264£RPMI 1 640-1 OmM Hepes, lOOuni >, 0. lmg/mLX h U7b 

T-T->> (JWT. igiteiflg-f) , 0.5* X*y-;k 0. 55K DMSOT}g$U 2. 5mM 
AT-2648«£H»Lfc. iO»SK*«f«!-C#RbT0. 625ft StffcO. 0625m 

M AT-264»tt*W«tfc. 

BxPC-3£50XFBS£-£fri£il!!T5 X lO*M1&/mUzm® t &. £ <Z)fi»ffi&40 // L/w 
ell (2X10 3 «) TCollagen type I 3- h^©96well^k- 160 
tfL©AT-2G4*«t&^llPLfc. COj-T a«*-*-T6BIIM«U «*6H^t 
£«2&£MTS assayT£fi<fcLfc. 

04fc»teWfiRB£*£j*l/fc. 2mM AT-264#£TT#?J75*, 0. 5mMT't>£j20 
*CD«MWWtS&£ttfc. I^TTWIIII^^T, BxPC-3<Z>^<i» 
«AT-264#STTtl,e>nft^ofe. RT-PCR©Ug*^e»» BxPC-3TrtePepT 

2©58S* J PepTllCjt^T«»T?*-3fc. £UJ:D» AT-264Kcb3«^m#PfiiiJte 
» «#ttT«& < PepT2©*lieiB£F£ «fc* £>nfc 0 
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-&5£ (1) 
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U R 3 \ZmA- (CHi) m-, TK^^^feOT^^tlTV^Tfect^^J^ 

7;i/*;i/g£, mteO~6<Z5S&£^i\ (CH,) m-gB#ttH@J*Lk© 

&®8£^U R 5 teg-C (=NR 6 ) NHj. S-NH-C (=NR 6 ) NH 2 j£ 
fzitm- (CH 2 ) n-NHR t Z. Z.XR t MJJ^JH, ?K 
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-;1^*>-S£7kU n«0~2<Z)M&£^To (CH,) n-(Dg&#&l 

7. mmMmmmmm*&z>, m^m6\z$im<Dmmmmmmu 
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